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or 22-36" has beer, replaced with "SEQ ID NO- 43 sfo m Hn « „„„ 

NO- 69 or a . ' SEQ 10 N0: S6 ' SE Q H> NO: 67, SEQ ID 

NO. 69. or a complementary sequence of any of such nucleotides.- Independent claim 64 ha* 

ID NO. 43, SEQ ID NO: 66, SEQ ID NO: 67, SEQ ID NO: 69, or a complementary sequence 

IZe 2b1^ tr° U ' 1,16 SP<<iiflMa0,, • **• fc «> * « * — 

N 0 rsEo^NoT ^"^"^^^^^^NO^.SEQID 
NO. 67 SEQ ID NO: 69 - found in Figure 2A, ™d a, page 8. a. 4) Une 5, and line 7 
respectively, of the specfflcation. .™anne/, 

been™, ^^'^^ 4 ^' ta «« sto «'»»»Sl»nd66h.vebeenmad.. Claim51h,s 
been amended so that i, ™ longer depends from canceled claims 49 and 50 Claim& hi bl 

been amended to depend from Cairn 61. Claim 62 has been further amended to £0T 
secretase p ro ,ei» of any one of withdrawn claims Ml or 22-36. 

cm « a ^ 68 ^ b ^ m ^ toTOite,hel »nnamesofMBP-C125w.andMBP 
Z 7 — * ^'^specincauonhasbel^T 

srrrrK eofMp ^ i25w ^ fte ^ hb ^«'^^ofpagTrofi 

The Cms, Reference To Related Applications section has bee, replaced with , 

No amendment should be construed as an acaui^^^ ; 
reierti™ n, . ^ acquiescence in any ground of 
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names „f . ^ °"" ^ fc •"*■*» b « » hta the Ml 

names of <he Necretese substatos MBP-C125W, a»d MBP-CUSsw Am^n, JT T 
specific*!™ m0 ot »;„ o ojec , ioll At * 23SW - A"** 1 ""™" *> the 

tm been amended * ^ me M "j* *» 

a. u Wl a mal tose binding protein fused at 

the carboxv-tenmnus to me 125 oartoxyl-,^ amino acids ofAPP taviT JT 
ofSEQIDNo-54 At . u " raKWS 01 APPhavme the cleavage site 

ameJL , „ * I * MBP " Cl25 »*. *• specification ha, been 

amended to recite the full name nf urm> moc , 

♦ • °f MBP-Cl25sw: a maltose binding protein fused at the 

carboxy-tennmus to the 125 carooxyl-terminal a^nino acids of APP bavin* * 7 
SEQ ID NO: 51. ^ ^ cIeava fie site of 

1>2 Drawing 
1.3 Slajms 

The suggested amendments have been made in claims 51 and 66. 
2 - Refecting 

^second p fl rgj 


reject ^ ffl ^ 63taVebera ^'»«'^^c 1 a fa 6 Itomootflle 
MBP-C^sw Sx!! ^ ° f abbreVia,ioas ""Miasm mi 
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a. P-secretase substrate, in the MBP 7 MBP " C125 " W ' bo * *— ****** 

C12S™..- " 5WtandMBP - C125sw fl«"><>l»otems. TheMBP-CUSwtandMBP- 
C25SW deavag, ates are discussed on page 63, ta 21 . 23 of 

22 35U.s.r gin fWmM i p , n|fmiJ) 

s oiiV iij wo. 43, SEQ ID NO: 66, SEQ ID NO: 67, SEQ ID NO- 69 or « 
complementary sequence of any of such nucleotides." The Office Actitmackro^edges the 

inv. oy, fcEQ jd NO: 74, SEQ JD NO: 75. 
2,2 W Reiectinn "n^ r35n s,r r irv ^ 

Independent claim 48. and claims s i ttj^j' „ 

is respectfully traversed. ^ rejection 

^.^.foui^^'rTr^^^^^^^ 

iouuo, either expressly or inherently described, in a single prior art referent » 
^ r . v. Union OUCo. W , 814 , 2d « 8 ,6 31 2U ^L £££ ct 
1987). The "exclusion of a claimed element from a nrW .* ~r 
-icipatfonoythatre^ce, Ato PoK J£ ^ - * * 
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I ' iSto0ffiM ^ Boa '»P^ti«thenucl»tid ese q M n«,(SE01DNO-ll» rf 
the amino acid sequence (SEO ID NO- .... „ .. * " uj NO. 1) and 

NO- 1 and SEO m N n , } ^ P0WeU aa/ - "" i<ten,ical » SEQ ID 

d.acoaedb.PoweU.a,. * nuCeoMe 3 8 9. ^^app^ondiaCosesa^ 

^ ^ication differs from SEQ ID NO; 2 disCos* * Po Jl« 
- - an giut^nic aoid reaidn. a^on .30. Exhibit J an^" 

sequence alignment attached to the Offi^ a • • . . 10 prepare 

Powell * « ACtl0D 18 ,denhCal to SE< 5 10 N <* 2 disclosed by 

The Mure of Powell et al to teach SEQ ID NO- 1 and SEn m mo o ,u 
rejection should be withdrawn. reference. Therefore, the 

2 3 Selection 35 u, s r , q jno^ 
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Office Action states "Harakas teaches that affinitv mHh 4 

i • ^ ^ «nnity matnces may contain as a Kin mw .;fi„ 

ligands enzyme inhibitor, or antibodies [sic] " biospecific 

*-«r mo,, colder -,U of*, ft*,, * „ ^ 148 ^ ^ 

Emotional TraU CW^,, , USPQ2d at 1241, 1246 (Fed Cir iL ok 

invent 

secretase as recited in the present claims * P " 
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attempt, to supplement it, teaching by fc 

punfic^on » affinity matrix method , ^ to biospecific ^ fa % ^ ^ ^ 

antibody. Tha line of reasoning i. UBeomnacto,. The Examiner-, position Ail, to 
commend, tMeralia , ^ va . ety of ..^ available _ ^ ^ 

failure of the art to provide any guidance fcr seleoting among these choice, other Bum by 
empmcalexperin^uo, There* of course, an entire nterature.flal K) ra.ory manuals 
•extboois end journal articles devoted to purification of proteins, of which the cited Kansas 
reference forms a minute part. A brief glance at this literature would have revealed a vast 
repertoire of potential purificatton procedures such as precipitation, anion-exchange 
Mm*, gel filiation, chromatography oa hydroxyapatite 
chromatography, ctaomatography on immobilized reactive dyes, affinity cfcomatognmhy 
^focusing, and high-performance liquid chromatography. Each of these procedures in 

ofp-seeretase from cell attract or cultured medium. 

reiec-o • F " ^ ° f ^ ^™ " " '^tted ttat ft. Ex^S 

rejection is erroneous and should be reversed. 

14 Non-starry donhlK jaftntinn 

Claim 50 ha, been c«celed rendering the provision* rejection moot 

25 Statutory dnnl,| ?rf .. r ( il| . 


b 
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Allocation No.: 09/471,669 j^jj 

If, upon allowance, the claims of the 09/501 708 a ™..w 

CONCr^T^M 

^ ° f * &re8oin& *«*«• 11 claims M w p^dfag «, 

Respectfully submitted, 
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PATENT 


Please replace the CROSS REFERENCE TO RELATED APPLICATIONS 
secnon with the following reptacement^Moo. APPLICATIONS 

^"•"'^fitfilntri ,1111111,1 

Pleas, amend the paragraph beginning at page 2, line 13 a, follows 
™ StoV ^ Mis ^»^-'« re ^p«o te in m dinp Uti cuUr t oapurified 

Please amend theparagraph beginmng at page 9, line 22 as follows 

Hie term -fragment," when referring to (3-secretase of the invention meana » 

polypeptide which has an amino acid sequence which ,« * 

sequence which is the same as part of but nnt a n n f ^ 

invention, the fiili length B-secretase is generally identified as SEQ ID^TO- 2 toe ORFof th 

naturally oceuning active form is prob^ly one ormo«,M t • , Im '" ,,Ventl0, '- tl " 
amino acid. 46-501 22-501 58 », « «T """^ Versio,B ' "* 85 

form, «„• k ! 501: 0thfT "** fcras "» c -<«»taal truncated 

fcnnsendmg between about amino ^450 and 452 Then,,** • 

Please atuend theparagraph begjnning „ ^ „ ^ ^ ^ ^ 
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Recombinant proteins were generated with hn ^ a 

fSEO m Kn ™ ,T . )] *" Cleavase » te ( •Val-Lys.Met-Asp-Ala ) 

KMBP-C125swW v«i » r . Swedish" double mutation 

o^ IT " ^ ° leaVaSe ° f " ^ MHM — — * - 

Z r° XyteTOinU8 " ^^^^^-tcanberecognizedor 

SW-192 reporter sandwich format, as shown in FIG. 19. 
IN THE rr.^TMfi. 

Please amend the claims as follows. 

48. (Amended) An isolated nucleic acid, comprising a sequence of 
nucleotides that encodes SEDJD&n- 43 spnmwn « ^enceof 
69 rth e r NO^ fiBajmmL ^, SEQ m NO- 67 seo m 

^[thep-secretase protein of any of claims l in™-™ 7« i ' 
anyof.uchnucle.Udes. I ^or22-35J ora complementary sequence of 

5 1 . (Amended) An. expression vector, comprising 

the isolated nucleic acid of claim 48[, 49 or 50]; and 

ex , n f|fc linked to said nucldc acid, regulatory sequences effective for 

expresszon of the nucleic acid in a selected host cell. 

58. (Amended) A method of producing a recombinant Necretase en™ 
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trom said eeU to an affinity matrix. 

, 6 °' ^"^"^^"^^intibitormoIeculeiaPlO. 
P4'staD^ViSEQJamj3i. 

62. (Amended) Th,m«hod of Plata fiUSSLwherdn said antibody binds 

S^T^T* comp ° si,io,M ofSEOroN — r-r^r-rim 

74■SF^mH0^7So^ pN ^^ ^ t^M c l aim8l . 11<)^2236] ; , •" ^V, 

lacks a^J ThemeflMd0f wher^saidantibody firtor 

lacks ^ean.nna.unoreacnvitywi.haprottin having the sequence SEQ n> NO: 2 [1-501], 

64. (Amended) A heterologous cell, comprising 

(ii) a nucleic acid molecule encoding a ^ecretnse subrtrate molecule; and 

exoresdonof •„ ^ b W ^ ( * ^ce efleenv. fe, 

expresuonofsatd nucleic acid molecules in said cell. 

66. (Amended) The cell of claim 64, wherein both said nucleic acids 

heterologous to said cell. 


.eKcted fiom ml ' ° f *" H Said P ™ is 


feoXV-tennj^fl 


I 
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App U cationNo,09/47 lf 669 

(MBP-C125wt) anda ma ltr> g?WiT . r f . fo 

te XOimus amino j^ fr ? f ^ pp u ■ (1 , u ^ tqp , 
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